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^ (57) Abstract: Polynucleotide and polypeptide sequences for HFE2A, as well as mutations associated with juvenile hemochromato- 
Q sis, and methods of utilizing these for the screening and identification of agents for the treatment of diseases of iron metabolism, 
including small organic compounds, are disclosed along with methods of treating and/or ameliorating diseases of iron metabolism, 
especially in human patients are disclosed. Diagnostic compounds, kits and methods using HFE2A are also described. 
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This International Searching Authority found multiple (groups of) 
inventions in this international application, as follows: 

1. claims: 1-13, 84 

Method for identifying a modulating agent for HFE2A gene 
expression comprising testing a test compound with a genetic 
construct comprising a reporter gene tinked to the HFE2A 
promotor; Method for producing test data using said method. 



2. claims: 14, 62-66 

Method for identifying a modulating agent for HFE2A gene 
expression comprising testing a test compound with a cell 
expressing an HFE2A gene. 



3. claims: 15-32, 85 

Method for identifying a modulating agent for HFE2A activity 
comprising contacting a test compound with the HFE2A 
polypeptide; Method for producing test data using said 
method. 



4. claims: 33-54 

Method of treating a disorder comprising administering to an 
animal afflicted therewith a therapeutically effective 
amount of HFE2A modulator. 



5. claims: 55-61 

Method to diagnose individuals affected by or at risk of 
developing a disease of iron metabolism comprising 
determining a mutation or polymorphism in the nucleic acid 
sequence of the HFE2A gene. 



6. claims: 67-83 

Isolated polynucleotide comprising a polynucleotide having a 
nucleotide sequence with at least 60% identity to a sequence 
selected from the group consisting of Seq-ID-N° 1-9, 19-22; 
isolated polypeptide encoded by said sequences having at 
least 90% identity to an amino acid sequence selecte from 
the group consisting of Seq-ID-N° 11-12, 23-28; cell line 
comprising a recombinant form of said polynucleotide or 
polypeptide, use of said cell line, composition for treating 
a disease comprising said polypeptide, method for treating a 
disease comprising administering said composition. 
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Continuation of Box II .1 

Although claims 33-54, 82, 83 are directed to a method of treatment of 
the human/animal body, the search has been carried out and based on the 
alleged effects of the compound/composition. 



Continuation of Box II. 1 

Claims Nos.: 33-37, 44-48, 50-54, 84-85 (completely) 38-43, 49 
(partially) 



Claims 84-85: Rule 39.1(v) PCT - Presentation of Information 



Continuation of Box II. 2 

Claims Nos.: 33-37, 44-48, 50-54 (completely), 38-43, 49 (partially) 



Present claims 33-37, 44-48, 50-54 (completely) and 38-43, 49 
(partially) relate to an extremely large number of possible compounds 
and agents. Support within the meaning of Article 6 PCT and/or 
disclosure within the meaning of Article 5 PCT is to be found, however, 
for only a very small proportion of said compounds and agents. In the 
present case, the claims so lack support, and the application so lacks 
disclosure, that a meaningful search over the whole of the claimed scope 
is impossible. Consequently, the search has been carried out for those 
parts of the claims which appear to be supported and disclosed, namely 
those parts relating to the antibodies, , anti -sense molecules and 
ribozymes. 



The applicant's attention is drawn to the fact that claims relating to 
inventions 1n respect of which no international search report has been 
established need not be the subject of an international preliminary 
examination (Rule 66.1(e) PCT). The applicant 1s advised that the EPO 
policy when acting as an International Preliminary Examining Authority is 
normally not to carry out a preliminary examination on matter which has 
not been searched. This 1s the case Irrespective of whether or not the 
claims are amended following receipt of the search report or during any 
Chapter II procedure. If the application proceeds Into the regional phase 
before the EPO, the applicant is reminded that a search may be carried 
out during examination before the EPO (see EPO Guideline C-VI, 8.5), 
should the problems which led to the Article 17(2) declaration be 
overcome . 
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